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Sir: 

I, Dr. Ronit Sagi-Eisenberg being duly warned chat willful false 

statements and the like are punishable by fine or imprisonment or both, under 18 
U.S.C. § 1001, and may jeopardize the validity of the patent application or any 
patent issuing thereon, state and declare as follows: 



1. All statements herein made of my own knowledge are true and 
statements made on information or belief are believed to be true. The Exhibits (1 
and _ attached hereto are incorporated herein by reference. 
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2. I received a Ph.D. in Biochemistry from the University of _Tel 

Aviv in 1980 . 

A copy of my curriculum vitae is attached as Exhibit 1 . 

3. I am presently employed at Tel Aviv University_and am primarily 
responsible for teaching and research. 

4. I have read and am familiar with the contents of the application. I 
understand that the Examiner has a single rejection based on obviousness that is 
based on a combination of three references. The references are Holgate as a 
primary reference in view of Aridor and Lin. Holgate is cited as disclosing that 
agents that inhibit mast cell degranulation are recognized for treatment of diseases 
such as asthma. Aridor discloses KNNLKECGLY which is a mast cell activation 
inhibitor designated Gai3 C-terminal peptide. Lin discloses the preferred cell 
penetrating peptide from Kaposi fibroblast growth factor [KFGF], 

5. This invention is the surprising discovery that of four different cell penetrating 
peptides (CCP) only one CCP was able to successfully deliver two mast cell activation 
inhibitors in a biologically active manner. Because the prior art literature would suggest 
to those of skill that CCPs are interchangeable, it is surprising that the choice of CCP 
would be critical for obtaining biological activity. Accordingly, we have to conclude that 
the field of using cell penetrating peptides to deliver biologically active proteins is far 
less predictable than the Examiner believes it to be and that the applicants' results as 
embodied in the pending claims are both surprising and advantageous. 



The following statements provide objective, scientific reasons for 
conclusion. 
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6. It is my understanding that the rejection of the pending claims is based on the 
proposition that Lin's teaching of the CCP, (AAVALLPAVLLALLAP) as a tool for 
delivery of biologically active cargo peptides renders the claimed combinations of 
AAVALLPAVLLALLAP in reading frame fusions with Gai 3 or Gat C-terminal peptides 
obvious and unpatentable. In brief, the Examiner believes that upon reading the three 
references, one of skill would be motivated by Holgate to combine the KFGF CCP of Lin 
with the mast cell activation inhibitor of Aridor, Gai 3> with a reasonable expectation that 
the combination would inhibit mast cell activation. 

It is also my understanding that evidence of unpredictability or surprising results 
can legally refute this conclusion and lead to the rejection being withdrawn. 

It is my further opinion that both unpredictability and surprising results have been 
demonstrated by the applicants' work and by the literature already of record. 

7. More specifically, we know that of the four CCPs tested only one CCP was 
able to deliver the two mast cell activation inhibitors, Gai 3 or Gat, as a biologically active 
inhibitors. The table below summarizes Applicants' results as described in the 
specification and in the Jones et al. publication. 

CHIMERIC PEPTIDE RESULTS 
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Gai 3 


SEQ ID NO: 6 


No inhibition of 
histamine secretion 


KFGF 
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SEQ ID NO: 7 


Inhibited histamine 
secretion 
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SEQ ID NO: 10 


Induced histamine 
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Hulnt 
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No inhibition of 


KFGF 

SEQ ID NO: 3 


Gat 


SEQ ID NO: 12 


Inhibited histamine 
secretion 


Dros 


Gat 


SEQ ID NO: 13 


Induced histamine 
secretion 


TP-10 


Gai3 


Jones 

etal. 


No inhibition of 
beta-hexoseaminidase 
secretion 



8. From this data, it is clear that only Lin's CCP, KFGF is able to both deliver 
mast cell activation inhibitors and maintain their biological activity as inhibitors of mast 
cell activation . The Examiner says that this is predictable from the literature. I 
respectfully disagree. 

Lin discloses that KFGF sequence transported two biologically active cargo 
peptides and generally states that KFGF can be used to transport other peptides. But 
similar reports exist for each of the other CCPs tested by applicants. The Hawiger review 
article discloses that the CCP designated integrin p 3 is just as able as KFGF to transport 
functional peptides into a cell (see page 189, 2nd column). Finally Derossi et al. 
describes the Drosophila CCP as successfully delivering biologically active compounds 
inside live cells (page 18188, 2nd col). 

From page 7 of the Office Action, the Examiner appears to interpret this literature 
as leading one of skill to believe that there is a reasonable expectation that any 



Ronit Eisenberg PATENT 
Application No.: 10/009,809 
Rule 1 32 Declaration 
Page 5 

combination of CCP with any biologically active peptide will lead to the observation of 
biological activity in a cell. 

I respectfully disagree. There are several scientific and objective reasons why 
fusing a CCP to a biologically active peptide might not result in observation of expected 
biological activity. These reasons include improper folding of the fusion peptide 
resulting in conformational changes that render the cargo peptide inactive; the 
degradation of the foreign peptide; sequestering of the peptide a endosomes or the ability 
of the CCP sequence to trigger a biological response, such as mast cell degranulation 
(e.g. positively charged CCP might function as basic secretogogues of mast cells). 



Indeed, this appears to be the case for fusion of CCP with either Gai 3 or Gat. The 
data from applicants' laboratory and from the Jones et al. group demonstrate that not any 
CCP can maintain the biological activity of Gai 3 or Gat. Of four CCPs, only KFGF was 
the only CCP able to both internalize and maintain the inhibitory activity of both Gai 3 
and Gat. Thus the combination provides a surprisingly advantageous result that was not 
predictable from the prior art. 

I do note the Examiner's statement on page 7 that the table on page 9 with 
reference to the prior literature describing the various CCPs fail to demonstrate that Lin's 
CCP is unpredictable as a delivery tool. While this is true, there was no academic reason 
a priori to believe that any of the other CCPs would fail to deliver Gai 3 and Gat while 
maintaining its expected biologically activity. But the evidence established by the record 
indicates that this is not true. There is obviously something special about the two mast 
cell activation inhibitors or with Lin's CCP that makes the claimed combination 
functional compared to the other three CCPs. 
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For these reasons, I conclude without hesitation that the claimed 



combinations of AAVALLPAVLLALLAP with either Gai 3 or Gat to yield a functional 
inhibitory effect on mast cell activation in light of failure with three other CCPs of equal 
status was unpredictable, surprising and of great value. 

This Declarant has nothing further to say. 

Dated: Mav 6 2007 . 

r>r Knnit Sapi-Eisenberg 
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Tel No. (office) 
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972-8-9405382 
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PLACE OF BIRTH Israel 


MARITAL STATUS Widow 3 
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Membrane". 

Immunol. Lett. 8,43-47(1984). 
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1 1 . Sagi-Eisenberg. R., Lieman H. and Pecht I. 
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"Stimulation of Ca 2+ -dependent exocytosis and arachidonic acid release in cultured mast cells 
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